Abstract: An efficient method for the facile synthesis of (E)-monoarylidene derivatives of homo-and heterocyclic ketones with various aldehydes in the presence of a pyrrolidine organocatalyst has been achieved. A range of α,β-unsaturated ketones were obtained in moderate to high yields (up to 99%). Unlike the Claisen-Schmidt condensation process, the formation of undesired bisarylidene byproducts is not observed. The possible reaction mechanism suggests that the reaction proceeds via a Mannich-elimination sequence.
Introduction
α,β-Unsaturated ketones represent an important class of compounds, as they possess a broad spectrum of biological activity such as anticancer, cytotoxic, anti-inflammatory, analgesic, and
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antipyretic behavior [1] [2] [3] . In addition, these compounds are also useful synthons for the preparation of different functionalized organic compounds, and have been widely used for this purpose in organic synthesis [4] [5] [6] . Thus, the synthesis of these compounds has attracted increasing attention from chemists, biochemists and pharmacologists. So far, several strategies are reported for the preparation of these compounds, which are accomplished by various methods such as condensation, oxidation, elimination, acylation, and insertion of carbon monoxide, among others [7] [8] [9] [10] [11] [12] [13] [14] [15] . In connection with a project in our laboratory, we required mono-2-arylidene derivatives of ketones, particularly of piperidone. The ideal choice in our case is to form the mono-2-arylidene structural unit via a ClaisenSchmidt condensation between the parent ketones and aryl aldehydes [16] [17] [18] [19] . However, this method employs a relatively strong base such as a metal hydroxide or metal alkoxide, so it is often accompanied by side reactions and it offers narrow substrate diversity. Several publications [20] [21] [22] [23] [24] have demonstrated that such reactions proceed beyond mono-condensation and in many cases bisarylmethylidenes of various homo-and heterocyclic ketones can be formed exclusively, even when the molar ratio of starting aldehyde to ketone is substantially below 1:1. Accordingly, the development of an efficient catalyst for the direct preparation of the monoarylmethylidenes of various homo-and heterocyclic ketones is a challenge and has become a much attempted sought after endeavor. As an alternative, mild Lewis acid-catalyzed tandem Mukaiyama aldol-dehydration reactions have been described [25] [26] [27] , but silylation of the ketone introduces another step and reduces the atom economy [28] . To overcome this limitation, recent improved approaches employing different catalytic system have been reported [29] [30] [31] [32] . These methods are applicable to the synthesis of mono-2-arylidene derivatives of cyclohexanone, cyclopentanone, tetrahydrothiapyrone and aliphatic ketones, but only a few references for the preparation of mono-2-arylidene derivatives of piperidone were found. In these systems, MgBr 2 ·OEt 2 /TMSNMe 2 , microwave irradiation and ultrasound were employed [31] [32] [33] . Piperidone is an important structural motif, often found in bioactive molecules. The use of such a ketone for the production of new α,β-unsaturated ketones of biological interest is not very extensive. Recently, chiral secondary amines were used as organocatalysts in the direct aldol reaction with great success [34] [35] [36] [37] . The mechanism suggesting that ketones and amines facilicate the formation of the intermediate enamine, encouraged us to study the direct aldol-dehydration reaction for producing the title compounds. As a part of our own interest in aldol dehydration reactions, we report herein an efficient procedure for the synthesis of (E)-mono-2-arylidene derivatives of piperidone. The procedure is also applicable to the reactions of other homo-and heterocyclic ketones with various aldehydes (Scheme 1). Scheme 1. Reaction of ketone 2 with aldehydes 3.
Results and Discussion
Initially, the reaction between 1-methyl-4-piperidone (2a) and benzaldehyde (3a) was selected as a benchmark for catalyst evaluation (Figure 1 ). Some screening results are listed in Table 1 . Initial studies showed that 20 mol% of pyrrolidine (1a) could catalyze the reaction to afford (E)-3-arylidene-1-methyl-4-piperidone (4a) as a single product in 46% yield (Table 1 , entry 1), but a large amount of starting materials remained unreacted. Better results were obtained when the catalyst loading was increased to 1.2 equivalents, leading to the formation of 4a in 77% yield (Table 1, entry 2) . When other catalysts such as piperidine, Et 3 N, DIPEA, methyl glycinate, pyridine, proline and proline derivatives were screened, no better result was obtained (Table 1 , entries 3-9). Methyl glycinate (1e), a primary amine, was employed as a catalyst too, and the monocondensation product 4a was obtained in 22% yield (Table 1, Proline, a prominent catalyst, had been used previously in aldol reactions between cyclic ketones and aldehydes, but when proline was used in this reaction, no product was detected, and not even the aldol product was detected ( [10] [11] [12] [13] [14] [15] [16] . Although the reaction solvents influenced the rate of the reaction, they did not affect the formation of (E)-4a as single product during the course of reaction, regardless of the protic or aprotic nature of the solvent. Aldol products and bisarylmethylidenes of piperidone were not observed. The temperature also influenced the rate of the reaction. Elevating the reaction temperature resulted in a high reactivity (Table 1 , entries 17, 18), while conducting the reaction at 40 °C provided the best results. Through extensive screening, the optimized reaction conditions were found to be 2a/3a/1a = 1/1/1.2 and 1.0 mL of CH 2 Cl 2 as solvent at 40 °C.
The application scope of the catalytic system was then examined under the optimal conditions. As shown in Table 2 , a variety of aromatic aldehydes bearing various substituents were investigated, and the corresponding products were obtained in moderate to high yields (up to 99%, Table 2 , entries 1-18). The electronic properties and steric hindrance of the substituents at the aromatic ring affected the yields strongly (Table 2 , entries 1-13). Aromatic aldehydes with electron-withdrawing groups gave higher yields than those with electron-donating groups ( Table 2 , entries 2-6, 10, 12, 13 vs. 7, 8, 11) . ortho-Substituted aromatic aldehydes gave higher yields than para-and meta-substituted aromatic aldehydes ( Table 2 , entries entries 4, 5, 8 vs. 10-13). Naphthyl and heterocyclic aromatic aldehydes also participated in this reaction in moderate yields ( Table 2 , entries 14-18). Moreover, an aliphatic aldehyde was investigated and it was transformed with a yield of 51% (Table 2 , entry 19).
To further extend the application of our procedure, the reactions of other ketones, such as cyclohexanone, cyclopentanone and 4-oxotetrahydropyran with several representative aldehydes were also examined ( Table 2 , entries 20-24). Interestingly, ketones with different structures worked well under the optimized conditions and these reactions gave the corresponding products in good yields. Similarly, the electronic nature of the substrate influenced the reactivity. Aromatic aldehydes with electron-withdrawing groups gave higher yields ( Table 2 , entry 21 vs. 22).
Based on the results and previous reports [29, [34] [35] [36] [37] [38] , two possible reaction mechanisms for the formation of (E)-monoarylidene derivatives of homo-and heterocyclic ketones with various aldehydes have been proposed. As depicted in Scheme 2, one route is the generation through an aldol reaction of product a, which then undergoes a dehydration process (Scheme 2, mechanism 1). The reaction proceeded through a course of enamine activation. Another route is the generation of product a through a Mannich-elimination sequence (Scheme 2, mechanism 2). The 1-methyl-4-piperidone attacks the iminium complex formed from pyrrolidine and benzaldehyde to give intermidate c, which then undergoes a elimination process to afford product a. The iminium species formation is an important mode of activation and facilitates this reaction. aldol product was never detected. Therefore, we hypothesized the generation of product a may go through a Mannich-elimination sequence (Scheme 2, mechanism 2). We next validated the possible reaction mechanism for the formation of product a using some spectroscopic studies. NMR spectra of three raw materials are presented in Figure 2a . The 1 H-NMR spectra were then recorded over time (Figure 2b) . After 15 min, the appearance of multiple peaks in the δ 7.2-7.4, 2.1-2.5, 1.5-1.8 ppm region and a doublet at δ 4.62 ppm evidenced formation of the intermediate. From HSQC spectra, the carbon at 64.7 ppm was a typical signal which linked with the hydrogen at 4.62 ppm. As the reaction proceeded, the peaks of the signal became more apparent. Figure S3 ). However, we do not see evidence for product formation under these reaction conditions. It should be noted that although no products are evident in the solution during the NMR reactions, the intermediate turns into product during subsequent purification on silicagel. 
Experimental

General
All chemicals were obtained from commercial sources and used without further purification. Column chromatography was carried out on silica gel (300-400 mesh, Qingdao Marine Chemical Ltd., Qingdao, China). Thin layer chromatography (TLC) was performed on TLC silica gel 60 F254 plates. 1 H-NMR spectra were recorded on Bruker AVII-400 or 600 MHz instruments. The chemical shifts were recorded in ppm relative to tetramethylsilane and with the solvent (CDCl 3 ) resonance as the internal standard. Data were reported as follows: chemical shift, multiplicity (s = singlet, d = doublet, t = triplet, q = quartlet, m = multiplet), coupling constants (Hz), integration. 13 C-NMR data were collected at 100 or 150 MHz with complete proton decoupling. Chemical shifts were reported in ppm from tetramethylsilane with the solvent (CDCl 3 ) resonance as internal standard. MS spectra were obtained on a Waters Quattro Premier XETM triple quadrupole mass spectrometer and methanol was used to dissolve the sample. Melting points were recorded on a SGW X-4 melting point instrument (Shanghai Precision & Scientific Instrument Co., Ltd, Shanghai, China).
General Experimental Procedure
A mixture of 1-methyl-4-piperidone (2a, 0.1 mmol) and pyrrolidine (0.24 mmol) in CH 2 Cl 2 (1.0 mL) was stirred about 5 min at room temperature. Then, benzaldehyde (3a, 0.1 mmol) was added and the mixture was stirred for 4 h at 40 °C. After completion of the reaction (TLC), the solvent was removed under vacuum. The crude product was subjected to column chromatography on silica gel using petroleum ether/ethyl acetate/triethylamine (PE/EA/TEA = 3:1:0.04) as the eluent to give 4a. The compounds 4b-x were synthesized by a similar procedure as described for compound 4a. 
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Conclusions
In conclusion, we have developed an efficient method for the direct preparation of (E)-monoarylidene derivatives of homo-and heterocyclic ketones with various aldehydes. A range of α,β-unsaturated ketones were obtained in moderate to high yields (up to 99%). The reaction is simple and convenient, with mild reaction conditions using a catalyst that is readily available, which makes it useful. The possible reaction mechanism suggests that the reaction proceeds via a Mannich-elimination sequence. These monoarylidene derivatives are versatile intermediates by virtue of the range of possible subsequent transformations to other functional groups. Further study on the antibacterial and antitumor activities of these compounds is underway.
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